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The amendment received 9/5/08 has been entered and claims 1-16, 52 are 
currently pending in this application. A single species of surfactant has been elected as 
applied to method claims 1-16, 52 as seen on page 14 of the specification, no claim is 
limited to the elected specie. Please provide a publication date for reference CA, 
Exhibit A. 

The invention as described in the specification is directed to analysis of a small 
molecule obtained by lysis of cells with a surfactant where the surfactant is removed 
prior to mass spec analysis. The improvement is using a specific surfactant with similar 
properties to SDS but degrades in acid and thereby can be readily removed. The 
specification defines small molecule on page 6 first paragraph as all molecules with an 
atomic mass of less than about 1000. 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
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consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-16, 52 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
the combination of Lee in view of Schneider. 

Lee (WO 00/70334 A1 ) entitled "Destructible Surfactants and Uses Thereof 
teaches on page 1 methods for analysis of large molecules such as proteins and 
peptides with surfactants that can be destroyed at low pH levels. On page 5 lines 15-18 
the surfactants may be used in applications which benefit from the initial presence and 
ultimate removal of a surfactant such as solubilization, analysis, separation, purification 
and/or characterization of large molecules. On page 12 the same compound as 
presently elected is disclosed. See the claims which simple refer to a sample and do 
not refer to its molecular weight. 

The claims differ from Lee in that they specify the method is for analysis of a 
small molecule where the references refer to large molecules. 

Schneider (US 2005/0153346) entitled "Methods for Conducting Metabolic 
Analyses" teaches in paragraph 125, mass spectrometry can be used according to 
known methods to determine the masses of relatively small molecules as well as 
relatively large molecules. MALDI is among the most commonly used mass 
spectrometric techniques. 
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It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to employ the surfactant taught by Lee who analyzes large 
molecules to also analyze small molecules because the surfactant of Lee would have 
the same function irrespective of the type of analyte. Lee shows that it is desirable to 
use the presently elected surfactant to improve the analysis of the digests. So to begin 
with small molecules and analyze them would be a subset of the analysis taught by Lee 
who analyzes the products of large molecules which are then reacted to form small 
molecules which are analyzed. Schneider teaches mass spec can be used to 
determine both large and small molecules. No novelty is seen in the selection of a 
known surfactant employed for its known function with the expected result in the method 
of Lee applied to any analyte such as those shown by Schneider who also employs the 
same analytical methodology of Lee but employs more common surfactants. 

One would have a high expectation of success in employing a method known to 
analyze small peptides and then analyze "small molecules" by the same method for the 
same purpose. The point of novelty appears to be the substitution of SDS with the 
presently elected acid degradable surfactant and this substitution is clearly taught by 
Lee for the same function as claimed. 
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Applicant's arguments filed 9/5/08 have been fully considered but they are not 
persuasive. 

Applicants argue that Lee does not teach the analysis of digests of small 
molecules. There is no teaching that MALDI analysis of a peptide or protein would 
result in the creation of a small molecule digest rather than merely ionize the sample. 
Two references are presented to show analysis of large and small molecules are 
different. 

It is the examiner's position that Lee states on page 1 lines 1-2, methods for 
analysis of large molecules such as proteins or peptides are described. On page 5 last 
paragraph, sample refers to proteins or peptides. On page 6 line 32 MALDI is an 
example of mass spec described where MALDI can digest the sample whereby large 
molecules are reacted to produce small molecules and the small molecules are 
determined. There are several functions of MALDI and the method is commonly 
employed where digesting large molecules is desired. The surfactant employed by Lee 
is the same surfactant as presently claimed and would have the same function. 

Regarding the references presented, it is understood that different classes of 
compounds lend themselves to different types of analysis. To then consider all 
compounds as either small or large and generalize analytical methods from there would 
not apply in many instances. The present invention lies in the selection of a surfactant 
with a known function and a feature of being functionally inactivated by acid. Many 
analytical methods employ surfactants for both large and small molecules and selecting 
any known surfactant in a method which is known to employ surfactants with the 
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expected result would have been obvious. No novelty is seen in function the elected 
surfactant or in the claimed analytical method. 

The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure. 

Caprioli (2004/0152913) teaches cleavable surfactants to use with MALDI. 

Bouvier (2006/0057659) with the same filing date of the present application, 
teaches and claims a related invention. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ralph Gitomer whose telephone number is (571) 272- 
0916. The examiner can normally be reached on Monday - Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jon Weber can be reached on (571) 272-0925. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Ralph Gitomer/ Ralph Gitomer 

Primary Examiner, Art Unit 1657 Primary Examiner 

Art Unit 1657 



